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'• WTRODUCTION 

'■' Ludwig Institute for Cancer R-search c"i j • r • 
for iny servi c« as a , cie , uit1c „ ■ • K~saweh ( Luring In sl!t utc") has a3 fc 2d 

as a scientific c*pen , n connection with Ludwic rneti,,,,,.. 
issuance of an Australian naten, mil /■■ '™»mc 3 opposition to the 

tranan patent to Human Oenome Sciences lnc 0-hc ^ 

"VascuU, KlKlothcIial u ~*-nd«heIU, B row th t^or 

'-iiaoini-iiai Growth factor 2 ("VEOFj") 

1 - "i"hu 1'ir.n evidence thai ( nruvided ;„ .u . „ 
dcclnnuinn m„n February 'OOO n - r "PPOSM.on proceeding Wi ,, a 

l» .W a t {on)) , 3 ^ 7 """" ,0 * "° PRI " ^Po»-- Pet. Ro C e,, 
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■IB.AU5. ^002 "17:02 WHAY^ASJ^i A I bo U1 <- ■ . 'Ho-I^'o IP . b 

C'ASPI",. f ATRl 0 ,S tua „ Aarnn::o nrA5 A1 -). a n d Susan PcL 

«... ^ ev idcnCB . lhc z o - s :tr ( R2) - hgs then ob — — ... 

(ANHJ), and D , A3r()ns : A f 77 * (AS P2 , o, 

— £hal 1]ave been fiJed ^ he contcxl of a " 

— d=CIaratlons of Di . Baliard - ; «« *» « to 

ANH2, and ASA2. ™ prepafed in r «P»"« to ASP2. 

•he faun* deciaralion Qf Qr ( *« were fiJed ; „ JuJy 2602( ^ 

*«. « *. ^ of my n ; ,s that 1 beticve to be ^ 1 



^ iiui t l 1l; y submitted. Wh e ri."« m« r j , 
numcrau. problems with ' dcclaratio "-' 1 di^r. 

of TO ^ lv tzT r acd app,ieaiion and ^ hgs «o 



ation in the 
■ns were directed TO 

usvver, incJuiJing 
invention, hindsight vision by 



I b ■ A u 5 ■ ZUU'/l/.:U'j WKAY&A3!jjJAUAIt3;" u " " " l Ho-\'m V . 6 

o j i\ uuui'Mr cfcuu 2 UN 

the HGS dcciaraj^ f ac u Af a 

*^JU t lack of any-ijvidencc of VEGjn h.VJ - , 

rem3rta * issues. ev e „ thoueh . ' ^ 1 »«, o,' 

"'• A ^ REE MENT WITH DR. SALLARD'S THIRD DEIXaratTON 

-"•1 J have read lhe ^rd deciarafion of Dr Ball* h .. , 

„ , 2 . , 5 , Thcopposed appiication ^ e ^^f .^-n 

•>»d sequence.) Dr Aiicalo', e *n ■ (U PP 0sed ^plication ar p. 5. See a I so Figure ] 

i A i'^l°s experiments r Bma ; n the only exoerim^, i 
PHK^din. di r, clad IO lilc quc . sr;on ■ as " eV ' denCC ^ thiS 

I" cxp«* sud 0nd . sc . rclud ce * " S l3 "Bht .n (he oppo-od app| icalilll , 

or ^ v.-on^U T apPlicat, ° n Kas " cvide "" — ™ 

iaj] ^ a& discussed CNicnsivcJy in mv R.«, -t i 

»r- Power l s no. bused 0n lhr „ Y ' hC = *P en ™"*> -vidence anferud hy 

™"« «■ *■■<> in nr B-l r; aPP " MUOn - " eXP,ai " ed * - — 



4 -3 Through four independcnr sc.* nf 
- peatcdly fo , Jnd ^ repongd v £ Or. A, italo has 

application doe, not oc £ur in cells ? ^ " nd Secre£i °» « «-ught in the 

^ *« - and OKA4 e , p l H c °f dCC ' aranU - ' — O, A, itaIo and 

-■^ies qu< ,, Uoned hy jn _ J^™" -PP™P-.f ~n tro , s for Ulc 

for th. si^i ^ ^ * 15 « coda™. i„ clu(iin , [hc 

- - , J rs d ^ - - — «■ - o PPOsed applicatl ^ 

P-vidc on, seiche exp ianati o„ ftr „ hy H °^' ^wl-taed de fac , 

— by hgs th .. ough ;t , deciaralions :: r; e ; r ^ d - - — - ~™ 

P«" «* that lhc tcacWngs in ^ apposed ' than 3 Sm0k — *«, ,h, 

~P~««n < tudie , (Sc . ANH) w P ™« * < -„ W U3cd for VEGF2 

-Plained th . u* crii;c ,, m was ^ ^A^Jo P rov ided additional ^ ^ 
"By March 199 4 , w as aWa „ " ""^^ 3SkS the ?"<™ Office to K eiie . = 

— r h, cxpi;,.^::,!'^:: 1 ^- ; rDr - ^ ^ h - b - ^ , 

Uid Bu( ^ ^ " " ' ' d ™ «0»e p^r, Tor whlch thc 



lb. Aug- ZUUri/:Uo .WKAY&ASijmA I tS" Vm " % "Ho-im r P- 

or aujuw ^^AKUuaUrl 

4-6 any event, it is clear to mr frnr~ 

*'««o , as ^ his expeWnu tw;ce ^ * — . OKA3 ^ 0KA4 Dr . 

A" U (<>'3 rcs U , ts S ho«- that these facl0fs are Ml " JB<n *' HOV « i«l«Uo„. Or. 

«■ > 3- r>. cxperim _ h rzr; ; ; ct,ns hi3 rcsi,iis * * ' = ol 

control" ;nacrl ^ jusi ^ as 1 " t VEOF ' C 

u»i cannot express and secret VF G 1" as rn, mkl • l 
"Pplioatiun. ■ 34 rau Sht Jn the opposed 

V- DR. PowER.g DECLARATION 

- M b read band ' : - J ' 1 3h ° *c!r con= lusion , hat hcr resuJ(s 

apparent relevance io the t^h;™ r u at 3 I) ~ have no 

= lo '" c cachings or the opposed annJirafi« /c- 
OK A3 at 5 1-5 7 l Th , „ J , a PP"cat 10 n. (See, e.g., 0 JB3 at 6.1-7 4- 

acids 0 1 J F h ; ZT app lon teaches 1,131 ~ VE01 - 2 — *~ - ' * 

*-,„ s lhc pQi . si!)iI , y 0£post , ranslat . ona] * , lJ( about 3 , 8 kD . 

■ncrc«c Ulc observed molecular wciulu ' Th , , ^^^'-"ou that mighl 

- U 3 ,r Icntf!h V KG F2 cDN A ' ^ ^ ^ ^« 

" -m™ acid, r rarn C lcrminus Thtt 10 kD " U P ° JyPCplldC ^ 

nalo has shown thai th» does not happen. * ^ »PP'«aiion. and Dr. 
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ig.ftUS- l/=U4 W K A Y C* A b A I t b * " " " c « H 0 . rp.'y 

■ her experiment, has no a Pparent rclcvance to ft- 

regarding VEOF2. '«ch. n£s m the opposed ap p Ji cation 

s -3 To cxpiain this discrepancy in a WifTV 
Person «, ouid W cxpect=d to Z»«2 vza " " ^ * ^ ^ 

aPPIication . r or lhcsc an , „: :ti:nr providcd by e ^ pu 2 °— 

wnjc is now known about VFr,]7 r i_. , 
other ^ ^ 3M m , 0 acjd VEGFr- 1^ L = idCntified 

4.54-4.71 ) Dr Alimln-. i l ™«ght. (See, e.g., OPR2 at 4.24 and 

VEOF2 se 7 0 0rk f ? ' ^ ' * ** ' 

(OPR2«4. l «d4J461i.- • E ° raoftheo PP° 3 « , »PPlicaflon«i Mom p Je u ! . 

• ni .rL^ ' d r me about 69 co<w ' ,nc,uding ihc ** ^- 



- «n«y po, slbillly n or ; : : r uencc wou,d not ' 1,1 opi,ii ""- 



lb.Au S ..2UO2-|7:04 WKiYRASSaakMrS— »• «• «»•—• 0-1228 1?. 10 



si*wibsr^" 
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mclude problems associated with the vector fsuch as a l,„„ 

promoter seouenc- «h. of controlling elements such 

sequenc-. «W sequence), problem aviated with thc host ce](s 
na^ ^ proteo , ysis)j oftbe ^ - 

: r or *- °T* protei "- the ind . ctioll of cxprcssion c 2 , 

rc:;:;: c,cnt inducing ™ — - — ^™ 

prince of prBmatUrs temination codQn) _ problems . 

z; :: r n - defecrive iabci for iabei - b ^ >■ ^ 

OPR2. sections resardino Fa.r Basis a „d Inefficiency .) C 

VEGF 2 cDN , " t ■ U " ' n<CreSlin8 C ° ° bSerVC ^ Whe " HGS Cd *« *• =-P- 

l NA C ° nta,n3 a PP— -n Edition,, 69 codons, meaning rtiat VEGI"2 a, 

^h, ln U ,c opposed appJicatioo is incomplete, HGS considered A, discovery w be ' 

ttjhZ ' C^ec. Documents D44-D46; OPRI at 1 5 I - 1 * 7\ in *, 

~ --^v- in the second senes of 
apphcation,, HGS t cachcs [hat ^ imnia£ure ^ ^ of ^ ^ ^ 

SW What Was in «h. opposed application^ and 396 a^ino acids 

respective,,). JtaDo^w,^^^^^^ ^ 

course m th,s oppos.tion proceeding, HOS and/or Dr. Power can dcs i2 n some .xjWe,,, 

IT h T Uy °" Pr0b ' em ° f *" miSSi " S 3,Snal PepCide - but ° n,y ^ or ' 

h.nd S , g ht Kno w |cd ee chat VF.CF2 „ tau8 ht in the opposed application is misS i„ s the siena) 



V ' Su^7c,.!: 0 ' S " I, A1LURF --' ™ U» A HETEROLOGOUS SICNaL 

H-cd H.c.husc ,n n, AIilalo . s tk . clnraliuns . he did m] , repori on (hc efrac( ()r;uud . _ 

^; 0 0tt ;T; ' Si8ni " ^ ,WnCC l ° ^ VF -° F2 • (See. =.,,. ANH2 

P^Uidl " 5 ' '-' a ,3 - 22 ° ^ ''^^ -P-in,c„ U i„vo,v. hc !ero ,„ sous;ignnl 

d . cIa . , 6 2 Asc ^ lai » edi "^P"===-ain!; section and by Dr. Ballard in hi, third 



lb- Aug- VUUZ l/:U4 WKAY&ASSJ^IAIt3 ( . nM " " ---- 'Hcl'^U r H . 11 

• disagree *ath any suction th at Dr. Po*^ exM • 

— Wng taught in ^ opposed e ; p ~ 3 — ^ * ■ ^ rePTOtioo 

- — » 3tp " ,asi pa ^ - 

*. ^ Mes rBgardins VEo £ a ~« w requir=d . io 

« - ,W U o<jds ^ 3 7 < ^ J" oppose application and amve 

4. ra, 4.14-4.53.1 ~ 2 ' :, -"- J - a *- 6 - '-«•«.: OPR2 at4 .4^ ift _ 

6 -J In my opinion, Dr Aiiiak.'* »-„ - 

opp«- a ppli= al ion M p P . 4-5). These were lhe ' "f"' SeqUe ""- fS ~< «*■ 

of opposcd TI c e ' l ° PUb ' iC 3bOUt *" 

a form of 

073, ™ e question as , understand * - f-=. e*. doc™ Dvo . 

apply knowJc(JgB and suc V Mr-C gen. and protein , can 

AIUa,o tested the leachincs of ,u ° ° C ° mP,Cle °" d '—"on. Dr. ■ 

<»«Ua„ U no. 5 0PP ° SCd aPP "' Calial1 « d ,h. « „ 



^ t" -h. fom. ol - w i M ^ PUtCm af,p,iCali °- 1 fii = d h ^ con.,, very 

• • sun, Ho S , dcclarams sesm per ^, jy coment bcii=vj 



Ib.Aufi. 2002* 17:05 WRAY&ASSfli! ATES^" u r L 1 ^ fl0 o - 122 8 Pp. 

-cry aspcct of the oppoj;cd app!ica inc 

<°n=!u S ior, about v EG P «« ar " »-« * ~« <o beiicv, onH sct 0( - 

concur. yel ^ „ exac 8n °; e mat c M ^ 

- — — * - op os ; d jcs^ ai 5 - a - 

«PP«.pna(. coruro!.,. C Sc. OJB3 a < 3 3-3 « The „ , ° f 

«P=ri m e nt s w hacsoever J" ^ d " CaSeS 3rC -"-PPCrted by any reported 

atsoever. w,th or w.thout controls. (OJB3 m 3 ai T h-,. ■ 
justification for niacin* fVrl- n. ' ' S "° sciei "ific 

application -rc defective v Bl ,h ■ ' *° tcach,n e s ««" oppo.scd 

u». r^z i! ::; nd c r ppcJ with ihc ,,os — - — 

— a , a .=,.:;:: 0 :::r ,ng ™ r i spccinMiio ' 1 

a u teme nu- of fci, h , bccause accord;r „ ; . •••• (ASA2 Thc^ u«, a, bcst . 

WU. (Compare MA2 „ 5 ^ " " ^ M 3 W for any 
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VIH. CONCLUDING RJ5MARXS 

-< nave bean i^rr™ tzr~ - 3,1 d — 

veow .ubjcc ma „cr. hul herexner™. I " * "V™* ^ving 

^ ~„, (2) Dr . AJUaJo , ' ** F - •« *~ 350 — ««. * = TO and 

- - ~^ o;i; - *~ — — — 

HQS expert, eouW u link or Dr AJlln , , ° ^ a group <„■ 

Or. AltaJ... cxpenmenls thcms j° ( -""7 C «*- Altaic, w„ rk , buf nm ac[ua 

reported by Dr. AJitalo. app| lcatloo is the evidanc<J 

*eI-nu,o„ ,o ho ,, C ° nSCiCm,0US,y be ' iCVi "« *■ -~ co. ltaincd in thIS 

oc tuic m every particular. 



oi'AngutiL 2002 



n r * U-—Jl^M^'i // ^ 




(Signature of WiT^SS)" — ^' • *W 



